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transmembrane neurotransmitter receptors through intracellular interactions. PDZ domains contain 
the signature sequence GLGF (SEQ ID NO:407). In the nervous system, typical PDZ domain- 
containing proteins contain three PDZ domains, one SH3 domain and one guanylate kinase domain. 
Examples of intracellular PDZ domain-containing proteins include LIN-2, LIN-7 and LIN- 10 at the 
pre-synapse, and PSD95 at the post-synapse. -- 



Pleasbs^place the paragraph beginning at page 14, line 26, with the following: 



-FIGURE 8 Binding of a 20-mer peptide (1 uM) corresponding to the C-terminus of 
BLR-1 (CXCR5) to KIAA0807 (PDZ domain)-GST fusion protein can be inhibited by an 8-mer 
peptide (SEQ ID NO:l) corresponding to the C-terminus of BLR-1 and a small molecule inhibitor 
(acetyl-LTTF; SEQ ID NO:2). 50% inhibition can be achieved by greater than 100 uM of the 8-mer 
peptide and 1 uM of the small molecule inhibi tor.-- 

Please replace the paragraph beginning at page 14, line 32, with the following: 



-FIGURE 9 Binding of a 20-mer peptide (10 uM) corresponding to the C-terminus 
of DOCK2 to KIAA0807 (PDZ domain)-GST fusion protein can be inhibited by an 8-mer peptide 
(SEQ ID NO:3) corresponding to the C-terminus of DOCK2 and a small molecule inhibitor (acetyl- 
STDL; SEQ ID NO:29). 50% inhibition can be achieved by 250 uM of the 8-mer peptide and less 
than 250 u M of the small molecule inhibitor.— 

Pleasfc^eplace the paragraph beginning at page 15, line 32, with the following: 



-5.3 As used herein, the term "PDZ domain" refers to protein sequence (i.e., modular 




protein domain) of approximately 90 amino acids, characterized by homology to the brain synaptic 
protein PSD-95, the Drosophila septate junction protein Discs-Large (DLG), and the epithelial tight 
junction protein ZOl (ZOl). PDZ domains are also known as Discs-Large homology repeats 



("DHRs") and GLGF (SEQ ID NO:407) repeats. PDZ domains generally appear to maintain a core 
consensus sequence (Doyle, D. A., 1996, Cell 85: 1067-76).- 



LU et al. , PATENT 

Application No.: 09/724,553 
Page 3 

£tease replace the paragraph (Table 2, Page 1 of this table) beginning at page 30, line 1, with the 
following (see attached sheet): 
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PDZ-GST fusion Protein: 








CASK 


MPP1 


LIMK 


K303 


K807 


DLG1 


PSD95 



Table 2 



Page 1 of this table 



LU et al. 

Application No.: 09/724,553 
Page 4 



PATENT 



Ple&^e replace the paragraph (Table 3) beginning at page 40, line 1, with the following (see attached 
sheets 
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se replace the paragraph (Table 4) beginning at page 65, line 1, with the following (see attached 
sheet): 



1 








Table 4: PL Peptides 








CODE 


PROTEIN NAME 


GENBANK ACCESS 


SEQUENCE 


SEQ ID NO: 












AA1L 


Clasp-1 




ISKATPALPTVSISSSAEV 


409 


AA2L 


Clasp-2 




ISGTPTSTMVHGMTSSSSVV 


410 


AA3L 


Clasp-4 




CAI SGTS S DRGYGS PRYAEV 


411 


AA4L 


CD3n 


M33158 


SVFSIPTLWSPWPPSSSSQL 


412 


AA5L-M* 


CD4 


M12807 


SEKKTSQSPHRFQKTCSPI 


413 


AA6L 


CD6 


X60992 


SPQPDSTDNDDYDDISAA 


414 


AA7L 


CD34 


M81104 


QAT S RNGH S ARQH VVADTE L 


415 


AA8L 


CD38 


NM004334 


PDKFLQCVKNPEDSSCTSEI 


416 


AA9L 


CD44 


M69215 


QFMTADETRNLQNVDMKIGV 


417 


AA10L 


CD4 6(Form 1) 


M58050 


KKGTYLTDETHREVKFTSL 


418 


AA11L 


CD49E ( 4) 


X06256 


PYGTAMEKAQLKPPATSDA 


419 


AA12L 


CD49F 


X53586 


HKAEIHAQPSDKERLTSDA 


420 


AA13L 


CD95 


M67454 


KDITSDSENSNFRNEIQSLV 


421 


AA14L 


CD97 


X84700 


TSGTGHNQTRALRASESGI 


422 


AA15L 


CD98 


J02939 


ERLKLEPHEGLLLRFPYAA 


423 


AA16L 


CD105 


X72012 


STNHSIGSTQSTPCSTSSMA 


424 


AA17L 


VCAM1 


M73255 


ARKANMKGSYSLVEAQKSKV 


425 


AA18L 


CD138 


J05392 


PKQANGGAYQKPTKQEEFYA 


426 


AA19L 


CD148 


D37781 


ENLAPVTTFGKTNGYIA 


427 


AA20L 


CD166 


L38608 


DLGNMEENKKLEENNHKTEA 


428 


AA21L 


CDwl37 (4-1BB) 


NM001561 


QEEDGCSCRFPEEEEGGCEL 


429 


AA22L 


DNAM-1 


U56102 


TREDIYVNYPTFSRRPKTRV 


430 


AA23L-M* 


FasL 


U11821 


SSKSKSSEESQTFFGLYKL 


431 


AA25L 


FceRIb 


D10583 


YSATYSELEDPGEMSPPIDL 


432 


AA26L 


Galectin3 


J02921 


ISKLGISGDIDLTSASYTMI 


433 


AA27L 


CD114 


NM000760 


LNFPLLQGIRVHGMEALGSF 


434 


AA28L 


CDW125 (IL5R) 


X62156 


EVICYIEKPGVETLEDSVF 


435 


AA29. 1L 


CDW128A (IL8RA) 


M68932 


ARHRVTSYTSSSVNVSSNL 


436 


AA29.2L 


CDW128B (IL8RB) 


M73969 


KDSRPSFVGSSSGHTSTTL 


437 


AA30L 


LPAP 


X81422 


AWDDSARAAGGQGLHVTAL 


438 


AA31L 


Mannose Receptor 


NM002438 


GTSDMKDLVGNIEQNEHSVI 


439 


AA32L 


Spectrin (beta) 


NM000347 


SFPPCGHRENVPGQSLVSFV 


440 


AA33L 


KV1.3 


AAC31761 


TTNNNPNSAVNIKKIFTDV 


441 


AA34.2L 


MM DA 


NP000824 


LNSCSNRRVYKKMPSIESDV 


442 


AA36L 


Neuroliqin 


NM018977 


TFAAGFNSTGLPHSTTRV 


443 


AA37L 


Glycophorin C 


AAA52574 


QGDPALQDAGDSSRKEYFI 


444 


AA38L 


Neurexin 


AB011150 


SSAKSSNKNKKNKDKEYYV 


445 


AA39L 


Syndecan-2 


A33880 


GERKPSSAAYQKAPTKEFYA 


446 


AA40L 


DOCK2 


BAA13200 


LASKSAEEGKQIPDSLSTDL 


447 


AA41L 


CC CKR-1R 


L09230 


LERVSSTSPSTGEHELSAGF 


448 


AA42L 


CC CKR-2 


U03882 


GKGKSIGRAPEASLQDKEGA 


449 


AA43L 


CC CKR-3 


HSU28694 


LERTSSVSPSTAEPELSIVF 


450 


AA44L 


CC CKR-4 


X85740 


DTPSSSYTQSTMDHDLHDAL 


451 


AA45L 


BLR-1 


S56162 


PSWRRSSLSESENATSLTTF 


452 


AA4 6L 


Volt. Gated Ca2+ 


Q00975 


SSGGRARHSYHHPDQDHWC 


453 


AA47L 


CD83 


Z11697 


VTSPNKHLGLVTPHKTELV 


454 


AA48L 


CD62E 


M30640 


SSSQSLESDGSYQKPSYIL 


455 


AA49L 


CD5 


X04391 


SMQPDNSSDSDYDLHGAQNL 


456 


AA55L 


CD148 


D37781 


TIYENLAPVTTFGKTIA 


457 


AA56L 


TAX 


AB038239 


QISPGGLEPPSEKHFRETEV 


458 


AA57L 


BLR-1/CXCR5 


NM001716 


SWRRSSLSESENATSLTTF 


459 


AA58L 


PAG 


NM018440 


KENDYES I S DLQQGRDI TRL 


4 60 



(PAG - Phosphoprotein Associated with GEMs) 



I 



*The Sequence studied is mutated at positions >10 amino acids 



from C-terminus to increase water solubility and/or 



eliminate intramolecular disulfides. 



M. 3 IW „ 
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Page 6 x _ 
Ple&se replace the paragraph beginning at page 72, line 11, with the following: 



PATENT 




-Other investigators have reported certain PL motifs important in PDZ binding, e.g., 
the C-terminal motifs S/T-X-V/I/L (for DLG1) and Y/F-Y/F-I/L/F for MPP1 (see, Doyle et al., 1996, 
Cell 85, 1067; Songyang et al., 1997, Science 275, 73). However, the reported motifs are not 
sufficiently specific (i.e. a large number of proteins meet these criteria yet are not necessarily actual 
PDZ ligands) and cover only a small number of PDZ proteins (approximately 10). The PRISM 
MATRIX can be used to determine ligand specificity and to deduce ligand binding motifs for any 
PDZ protein because it can precisely determine sequences of amino acids that do or do not result in 
specific PDZ binding. In addition, the assay has revealed a significant of new PDZ domain binding 
motifs (i.e. PL motifs): C-terminal sequence of CD6, ISAA (SEQ ID NO: 14); C- terminal sequence 
of CD49E, TSDA (SEQ ID NO: 24); C- terminal sequence of CD49F, TSDA (SEQ ID NO: 24); C- 
terminal sequence of Clasp-1, SAEV (SEQ ID NO: 175); C- terminal sequence of CLASP-4, YAEV 
(SEQ ID NO: 192); C- terminal sequence of CD44, KIGV (SEQ ID NO: 104); C- terminal sequence 
of Fas Ligand, LYKL (SEQ ID NO:79); C-terminal sequence of IL5R, DSVF (SEQ ID NO: 94); C- 
terminal sequence of BLR- 1, LTTF (SEQ ID NO: 217). Identification of these novel PL sequences 
allows the definition of novel PL motifs (See TABLE 5 A, infra). The specificity with which these 
novel motifs are defined is enhanced by the fact that the MATRIX reports both positive results (i.e. 
PDZ-PL) combinations that result in specific binding interactions) and negative results (i.e. PDZ-PL 
combinations that do not result in specific binding). For example, the C-terminal sequence of CD6, 
SAA and the C-terminal sequence of CD49E, SDA bind to the PDZ-domain polypeptide 41.8 while 
the related C-terminal sequence of CD 166, TEA and C- terminal sequence of CD 148, YIA do not. 
This identifies the novel PL motif (Motif 1, infra) of polypeptides terminating in alanine with serine 
at the -2 position and excludes polypeptides with threonine and tyrosine at the -2 position. This 
motif is therefore more specific than most previously identified motifs. Other novel motifs are 
described in TABLE 5.- 

Plb^se replace the paragraph beginning at page 126, line 23, with the following: 



-The C-terminal core sequence of CD3 is SSQL (SEQ ID NO:4). When naturally- 
occurring residues are added or removed from the core sequence, QL, SQL, SSSQL (SEQ ID NO:5), 



air 



LU et al. PATENT 
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Page 7 

SSSSQL (SEQ ID NO:6), PSSSSQL (SEQ ID NO:7), and PPSSSSQL (SEQ ID NO:8) may also be 
used to target a PDZ domain-containing pr otrin i n J ^ oe l lor^ ~ ^ 



Please replace the paragraph beginning at page 126, line 28, with the following: 

-The C-terminal core sequence of CD4 is CSPI (SEQ ID NO:9). When naturally- 
occuring residues are added or removed from the core sequence, PI, SPI, TCSPI (SEQ ID NO: 10), 
KTCSPI (SEQ ID NO:l 1), QKTCSPI (SEQ ID NO: 12), and FQKTCSPI (SEQ ID NO: 13) may also 
be used to target a PDZ domain-containing protein in T cells.— 




Please replace the paragraph beginning at page 127, line 1, with the following: 



I / -The C-terminal core sequence of CD6 is ISAA (SEQ ID NO: 14). When naturally- 

occuring residues are added or removed from the core sequence, AA, SAA, DISAA (SEQ ID 
NO: 15), DDISAA (SEQ ID NO: 16), YDDISAA (SEQ ID NO: 17), and DYDDISAA (SEQ ID 
NO: 18) may also be used to target a PDZ domain-containing protein in T cells.- 




ase replace the paragraph beginning at page 127, line 6, with the following: 



it 



-The C-terminal core sequence of CD38 is TSEI (SEQ ID NO: 19). When naturally- 
occuring residues are added or removed from the core sequence, EI, SEI, CTSEI (SEQ ID NO:20), 
SCTSEI (SEQ ID NO:21), SSCTSEI (SEQ ID NO:22), and DSSCTSEI (SEQ ID NO:23) may also 
be used to target a PDZ domain-containing protein in T cells.— \ 




se replace the paragraph beginning at page 127, line 11, with the following: 



-The C-terminal core sequence of CD49e is TSDA (SEQ ID NO:24). When 
naturally-occuring residues are added or removed from the core sequence, DA, SDA, ATSDA (SEQ 
ID NO:25), PATSDA (SEQ ID NO:26), PP ATSDA (SEQ ID NO:27), and KPPATSDA (SEQ ID 
NO:28) may also be used to target a PDZ domain-containing protein in T cells.— 



1 



/ 



1 
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Please replace the paragraph beginning at page 127, line 16, with the following: 



-The C-terminal core sequence of CD49f is TSDA (SEQ ID NO:24). When 
naturally-occuring residues are added or removed from the core sequence, DA, SDA, LTSDA (SEQ 
ID NO:30), RLTSDA (SEQ ID NO:31), ERLTSDA (SEQ ID NO:32), and KERLTSDA (SEQ ID 
NO: 33) may also be used to target a PDZ domain-containing protein in T cells.- 

Pleasd^reglace the paragraph beginning at page 127, line 21, with the following: 



-The C-terminal core sequence of CD53 is TIGL (SEQ ID NO:34). When naturally- 
1^ occuring residues are added or removed from the core sequence, GL, IGL, QTIGL (SEQ ID NO:35), 
I SQTIGL (SEQ ID NO:36), TSQTIGL (SEQ ID NO:37), and KTSQTIGL (SEQ ID NO:38) may also 
be used to target a PDZ domain-containing protein in T cells.— . 



Please replace the paragraph beginning at page 127, line 26, with the following: 

-The C-terminal core sequence of CD83 is TELV (SEQ ID NO: 177). When 
naturally-occuring residues are added or removed from the core sequence, LV, ELV, KTELV (SEQ 
) ID NO: 1 78), HKTELV (SEQ ID NO: 1 79), PHKTELV (SEQ ID NO: 1 80), and TPHKTELV (SEQ 

ED NO: 181) may also be used to target a PDZ domain-containing protein in T cells.— 



Pleasereptece the paragraph beginning at page 127, line 31, with the following: 



-The C-terminal core sequence of CD90 is FMSL (SEQ ID NO:39). When 
naturally-occuring residues are added or removed from the core sequence, SL, MSL, DFMSL (SEQ 
ID NO:40), TDFMSL (SEQ ID NO:41), ATDFMSL (SEQ ID NO:42), and QATDFMSL (SEQ ID 
NO:43) may also be used to target a PDZ domain-containing protein in T cells.- 



iease replace the paragraph beginning at page 128, line 1, with the following: 
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-The C-terminal core sequence of CD95 is QSLV (SEQ ID NO:44). When 
naturally-occuring residues are added or removed from the core sequence, LV, SLV, IQSLV (SEQ 
ID NO:45), EIQSLV (SEQ ID NO:46), NEIQSLV (SEQ ID NO:47), and RNEIQSLV (SEQ ID 
NO:48) may also be used to target a PDZ domain-containing protein in T cells.— 



Please replace the paragraph beginning at page 128, line 6, with the following: 



)1 



-The C-terminal core sequence of CD97 is ESGI (SEQ ID NO:49). When naturally- 
occuring residues are added or removed from the core sequence, GI, SGI, SESGI (SEQ ID NO:50) 5 
ASESGI (SEQ ID NO:51), RASESGI (SEQ ID NO:52), and LRASESGI (SEQ ID NO:53) may also 
be used to target a PDZ domain-containing protein in T cells.-- 



^^Plezfesj 



replace the paragraph beginning at page 128, line 11, with the following: 



--The C-terminal core sequence of CD98 is PYAA (SEQ ID NO:54). When 
naturally-occuring residues are added or removed from the core sequence, AA, YAA, FP YAA (SEQ 
ID NO:55), RFPYAA (SEQ ID NO:56), LRFPYAA (SEQ ID NO:57), and LLRFPYAA (SEQ ID 
NO:58) may also be used to target a PDZ domain-containing protein in T cells.— 



Please replace the paragraph beginning at page 128, line 16, with the following: 



-The C-terminal core sequence of CDwl37 is GCEL (SEQ ID NO:59). When 
naturally-occuring residues are added or removed from the core sequence, EL, CEL, GGCEL (SEQ 
ID NO:60), EGGCEL (SEQ ID NO:61), EEGGCEL (SEQ ID NO:62), and EEEGGCEL (SEQ ID 
NO:63) may also be used to target a PDZ domain-containing protein in T cells.— 




Please replace the paragraph beginning at page 128, line 21, with the following: 



i 



p_ -The C-terminal core sequence of CD166 is KTEA (SEQ ID NO:64). When 

naturally-occuring residues are added or removed from the core sequence, EA, TEA, HKTEA (SEQ 
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ID NO:65), NHKTEA (SEQ ID NO:66), NNHKTEA (SEQ ID NO:67), and ENNHKTEA (SEQ ID 
NO:68) may also be used to target a PDZ domain-containing protein in T cells.-- 



Please>*eplace the paragraph beginning at page 128, line 26, with the following: 



-The C-terminal core sequence of CDwl28 is SSNL (SEQ ID NO:69). When 
ft^N naturally-occuring residues are added or removed from the core sequence, NL, SNL, VSSNL (SEQ 
A ID NO:70), NVSSNL (SEQ ID NO:71), VNVSSNL (SEQ ID NO:72), and SVNVSSNL (SEQ ID 

NO:73) may also be used to target a PDZ domain-containing protein in T cells.— 



^^Pk; 



ase replace the paragraph beginning at page 128, line 31, with the following: 



--The C-terminal core sequence of DNAM-1 is KTRV (SEQ ID NO:74). When 
naturally-occuring residues are added or removed from the core sequence, RV, TRV, PKTRV (SEQ 
ID NO:75), RPKTRV (SEQ ID NO:76), RRPKTRV (SEQ ID NO:77), and SRRPKTRV (SEQ ID 
NO:78) may also be used to target a PDZ domain-containing protein in T cells. -- 




Please replace the paragraph beginning at page 129, line 1, with the following: 




-The C-terminal core sequence of FasL is LYKL (SEQ ID NO: 79). When naturally- 
occuring residues are added or removed from the core sequence, KL, YKL, GLYKL (SEQ ID 
NO:80), FGLYKL (SEQ ID NO:81), FFGLYKL (SEQ ID NO:82), and TFFGLYKL (SEQ ID 
NO:83) may also be used to target a PDZ domain-containing protein in T cells.— 



Pfea§e replace the paragraph beginning at page 129, line 6, with the following: 



-The C-terminal core sequence of LPAP is VTAL (SEQ ID NO:84). When 
naturally-occuring residues are added or removed from the core sequence, AL, TAL, HVTAL (SEQ 
ID NO:85), LHVTAL (SEQ ID NO:86), GLHVTAL (SEQ ID NO:87), and QGLHVTAL (SEQ ID 
NO: 88) may also be used to target a PDZ domain-containing protein in T cells.-- 
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'lease replace the paragraph beginning at page 129, line 11, with the following: 



-The C-terminal core sequence of CLASP- 1 is SAQV (SEQ ID NO: 182). When 
naturally-occuring residues are added or removed from the core sequence, QV, AQV, SSAQV (SEQ 
ID NO: 183), SSSAQV (SEQ ID NO:184), ISSSAQV (SEQ ID NO:185), and SISSSAQV (SEQ ID 
' NO:186) may also be used to target a PDZ domain-containing protein in T cells.— 




lease replace the paragraph beginning at page 129, line 16, with the following: 



-The C-terminal core sequence of CLASP-2 is SSVV (SEQ ID NO: 187). When 
naturally-occuring residues are added or removed from the core sequence, VV, SVV, SSSVV (SEQ 
ID NO:188), SSSSVV (SEQ ID NO:189), TSSSSVV (SEQ ID NO: 190), and MTSSSSVV (SEQ ID 
NO: 191) may also be used to target a PDZ domain-containing protein in T cells.-- 

5 lease replace the paragraph beginning at page 129, line 21, with the following: 



-The C-terminal core sequence of CLASP-4 is YAEV (SEQ ID NO: 1 92). When 
r^J naturally-occuring residues are added or removed from the core sequence, EV, AEV, RYAEV (SEQ 
ID NO:193), PRYAEV (SEQ ID NO: 194), SPRYAEV (SEQ ID NO:195), and GSPRYAEV (SEQ 
ID NO: 196) may also be used to target a PDZ domain-containing protein in T cells.— 



Please replace the paragraph beginning at page 129, line 26, with the following: 



-The C-terminal core sequence of KV1.3 is FTDV (SEQ ID NO:202). When 
naturally-occuring residues are added or removed from the core sequence, DV, TDV, IFTDV (SEQ 
^ ID NO:203), KIFTDV (SEQ ID NO:204), KKIFTDV (SEQ ID NO:205), and IKKIFTDV (SEQ ID 

NO:206) may also be used to target a PDZ domain-containing protein in T cells. — 



se replace the paragraph beginning at page 129, line 31, with the following: 
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--The C-terminal core sequence of DOCK2 is STDL (SEQ ID NO:207). When 
naturally-occurring residues are added or removed from the core sequence, DL, TDL, LSTDL (SEQ 
ID NO:208), SLSTDL (SEQ ID NO:209), DSLSTDL (SEQ ID NO:210), and PDSLSTDL (SEQ ID 
NO:21 1) may also be used to target a PDZ domain-containing protein in T cells.— 



Mease replace the paragraph beginning at page 130, line 1, with the following: 



-The C-terminal core sequence of BLR-1 is LTTF (SEQ ID NO:217). When 
0^ naturally-occurring residues are added or removed from the core sequence, TF, TTF, SLTTF (SEQ 
ID NO:218), TSLTTF (SEQ ID NO:219), ATSLTTF (SEQ ID NO:220), and NATSLTTF (SEQ ID 
NO:221) may also be used to target a PDZ domain-containing protein in T cells.-- 



Please replace the paragraph beginning at page 130, line 6, with the following: 



-The C-terminal core sequence of PAG is ITRL (SEQ ID NO:253). When naturally- 
occurring residues are added or removed from the core sequence, RL, TRL, DITRL (SEQ ID 
Q\ NO:254), RDITRL (SEQ ID NO:255), GRDITRL (SEQ ID NO:256), and QGRDITRL (SEQ ID 
NO:257) may also be used to target a PDZ domain-containing protein in T cells.-- 




jase replace the paragraph beginning at page 130, line 19, with the following: 



-The C-terminal core sequence of CD138 is EFYA (SEQ ID NO:89). When 
naturally-occuring residues are added or removed from the core sequence, YA, FY A, EEFYA (SEQ 
ID NO:90), QEEFYA (SEQ ID NO:91), KQEEFYA (SEQ ID NO:92), and TKQEEFYA (SEQ ID 
NO:93) may also be used to target a PDZ domain-containing protein in B cells.-- 



Please replace the paragraph beginning at page 130, line 24, with the following: 



-The C-terminal core sequence of CDwl25 is DSVF (SEQ ID NO:94). When 
naturally-occuring residues are added or removed from the core sequence, VF, SVF, EDSVF (SEQ 
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ID NO:95), LEDSVF (SEQ ID NO:96), TLEDSVF (SEQ ID NO:97), and ETLEDSVF (SEQ ID 
NO:98) may also be used to target a PDZ domain-containing protein in B cells.— 



Please replace the paragraph beginning at page 130, line 29, with the following: 

-The C-terminal core sequence of Syndecan-2 is EFYA (SEQ ID NO:89). When 
naturally-occuring residues are added or removed from the core sequence, YA, F YA, KEFYA (SEQ 
ID NO:213), TKEFYA (SEQ ID NO:214), PTKEFYA (SEQ ID NO:215), and APTKEFYA (SEQ 
ID NO:216) may also be used to target a PDZ domain-containing protein in B cells.— 



ase replace the paragraph beginning at page 130, line 34, with the following: 




-The C-terminal core sequence of BLR-1 is LTTF (SEQ ID NO:217). When 
naturally-occuring residues are added or removed from the core sequence, TF, TTF, SLTTF (SEQ 
ID NO:218), TSLTTF (SEQ ID NO:219), ATSLTTF (SEQ ID NO:220), and NATSLTTF (SEQ ID 
N0.221) may also be used to target a PDZ domain-containing protein in B cells.— 



;1 



Pleas^ replace the paragraph beginning at page 131, line 11, with the following: 



-The C-terminal core sequence of CD56 is ESKA (SEQ ID NO:99). When 
naturally-occuring residues are added or removed from the core sequence, KA, SKA, NESKA (SEQ 
ID NO: 100), ENESKA (SEQ ID NO:101), KENESKA (SEQ ID NO:102) 5 and TKENESKA (SEQ 
ID NO: 103) may also be used to target a PDZ domain-containing protein in NK < 



Please^place the paragraph beginning at page 131, line 24, with the following: 



-The C-terminal core sequence of CD44 is KIGV (SEQ ID NO: 104). When 
naturally-occuring residues are added or removed from the core sequence, GV, IGV, MKIGV (SEQ 
ID NO: 105), DMKIGV (SEQ ID NO: 106), VDMKIGV (SEQ ID NO: 107) and NVDMKIGV (SEQ 
ID NO: 108) may also be used to target a PDZ domain-containing protein in monocytes^ ■ — 
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0 




--The C-terminal core sequence of CD46 is FTSL (SEQ ID NO: 109). When 
naturally-occuring residues are added or removed from the core sequence, SL, TSL, KFTSL (SEQ 
ID NO:l 10), VKFTSL (SEQ ID NO:l 1 1), EVKFTSL (SEQ ID NO:l 12) and REVKFTSL (SEQ ID 
NO:l 13) may also be used to target a PDZ domain-containing protein in monocytes." 



s ease replace the paragraph beginning at page 131, line 34, with the following: 



--The C-terminal core sequence of CD61 is KSLV (SEQ ID NO:l 14). When 
naturally-occuring residues are added or removed from the core sequence, LV, SLV, LKSLV (SEQ 
ID NO: 1 1 5), FLKSLV (SEQ ID NO: 1 1 6), RFLKSLV (SEQ ID NO: 1 1 7) and GRFLKSLV (SEQ ID 
NO:l 18) may also be used to target a PDZ domain-containing protein in monocytes.-- 




sase replace the paragraph beginning at page 132, line 5, with the following: 

-The C-terminal core sequence of CD148 is GYIA (SEQ ID NO:l 19). When 
naturally-occuring residues are added or removed from the core sequence, IA, YIA, NGYIA (SEQ 
ID NO:120), TNGYIA (SEQ ID NO:121), KTNGYIA (SEQ ID NO:122) and GKTNGYIA (SEQ ID 
NO: 123) may also be used to target a PDZ domain-containing protein in monocytes.-- 



ease replace the paragraph beginning at page 132, line 10, with the following: 



rf5 



-The C-terminal core sequence of Ly-6 is QTLL (SEQ ID NO:124). When 
naturally-occuring residues are added or removed from the core sequence, LL, TLL, LQTLL (SEQ 
ID NO:125), LLQTLL (SEQ ID NO: 126), VLLQTLL (SEQ ID NO:127) and SVLLQTLL (SEQ ID 
NO: 128) may also be used to target a PDZ domain-containing protein in monocytes.-- 



lease replace the paragraph beginning at page 132, line 15, with the following: 
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-The C-terminal core sequence of FceRIp is PIDL (SEQ ID NO:129). When 
naturally-occuring residues are added or removed from the core sequence, DL, IDL, PPIDL (SEQ ID 
NO:130), SPPIDL (SEQ ID NO:131), MSPPIDL (SEQ ID NO:132) and EMSPPIDL (SEQ ID 
NO: 133) may also be used to target a PDZ domain-containing protein in monocytes.-- 



se replace the paragraph beginning at page 132, line 20, with the following: 




-The C-terminal core sequence of Galectin 3 is YTMI (SEQ ID NO: 134). When 
naturally-occuring residues are added or removed from the core sequence, MI, TMI, SYTMI (SEQ 
ID NO: 135), AS YTMI (SEQ ID NO: 136), SASYTMI (SEQ ID NO: 137) and TSASYTMI (SEQ ID 
NO: 138) may also be used to target a PDZ domain-containing protein in monocytes.- 

Please replace the paragraph beginning at page 132, line 25, with the following: 



6 



$4 



—The C-terminal core sequence of mannose receptor is HSVI (SEQ ID NO: 139). 
When naturally-occuring residues are added or removed from the core sequence, VI, SVI, EHSVI 
(SEQ ID NO: 140), NEHSVI (SEQ ID NO: 141), QNEHSVI (SEQ ID NO: 142) and EQNEHSVI 
(SEQ ID NO: 143) may also be used to target a PDZ domain-containing protein in monocytes.-- 




Pte^se replace the paragraph beginning at page 133, line 1, with the following: 



-The C-terminal core sequence of G-CSFR is TSVL (SEQ ID NO: 144). When 
naturally-occuring residues are added or removed from the core sequence, VL, SVL, ITS VL (SEQ 
ID NO: 145), PITSVL (SEQ ID NO: 146), FPITSVL (SEQ ID NO: 147) and LFPITSVL (SEQ ID 
NO: 148) may also be used to target a PDZ domain-containing protein in granulocytes.- 

^He&se replace the paragraph beginning at page 133, line 15, with the following: 



-The C-terminal core sequence of CD34 is DTEL (SEQ ID NO: 149). When 
naturally-occuring residues are added or removed from the core sequence, EL, TEL, ADTEL (SEQ 
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ID NO:150), VADTEL (SEQ ID NO:151), WADTEL (SEQ ID NO:152) and HVVADTEL (SEQ 
ID NO: 153) may also be used to target a PDZ domain-containing protein in endothelial cells.-- 



"^Weasi 



e replace the paragraph beginning at page 133, line 20, with the following: 



-The C-terminal core sequence of CD66b and CD66c is VALI (SEQ ID NO: 154). 
C{ When naturally-occuring residues are added or removed from the core sequence, LI, ALI, RVALI 
(SEQ ID NO: 155), ARVALI (SEQ ID NO: 156), LARVALI (SEQ ID NO: 157) and VLARVALI 
(SEQ ID NO: 158) may also be used to target a PDZ domain-containing protein in endothelial cells- 




Ple£se£replace the paragraph beginning at page 133, line 25, with the following: 



i 



--The C-terminal core sequence of CD105 is SSMA (SEQ ID NO: 159). When 
naturally-occuring residues are added or removed from the core sequence, MA, SMA, TSSMA (SEQ 
ID NO: 160), STSSMA (SEQ ID NO:161), CSTSSMA (SEQ ID NO: 222) and PCSTSSMA (SEQ 
ID NO: 162) may also be used to target a PDZ domain-containing protein in endothelial cells.- 



"^Blease replace the paragraph beginning at page 133, line 30, with the following: 

-The C-terminal core sequence of CD106 is KSKV (SEQ ID NO:163). When 
s> I naturally-occuring residues are added or removed from the core sequence, KV, SKV, QKSKV (SEQ 



i 

ID NO:164), AQKSKV (SEQ ID NO:165), EAQKSKV (SEQ ID NO:166) and VEAQKSKV (SEQ 



^P^ai 



ID NO: 167) may also be used to target a PDZ domain-containing protein in end othelial cells.— 
se replace the paragraph beginning at page 134, line 1, with the following: 



--The C-terminal core sequence of CD62e is SYIL (SEQ ID NO: 168). When 
naturally-occuring residues are added or removed from the core sequence, IL, YIL, PSYIL (SEQ ID 
£5 NO:169), KPSYIL (SEQ ID NO:170), QKPSYIL (SEQ ID NO:171) and YQKPSYIL (SEQ ID 
NO: 172) may also be used to target a PDZ domain-containing protein in endothelial cells.-- 
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ase replace the paragraph beginning at page 134, line 6, with the following: 




'3 



-The C-terminal core sequence of VCAM1 is KSKV (SEQ ID NO:197). When 
naturally-occuring residues are added or removed from the core sequence, KV, SKV, QKSKV (SEQ 
ID NO: 198), AQKSKV (SEQ ID NO:199), EAQKSKV (SEQ ID NO:200), and VEAQKSKV (SEQ 
ID NO:201) may also be used to target a PDZ domain-containing protein in endothelial cells.-- 



ase replace the paragraph beginning at page 134, line 13, with the following: 




i 



--FceRIp, CDwl25, CDwl28 and IL-8RB are transmembrane receptors expressed by 
mast cells, basophils and eosinophils. These receptors play a role in the activation of these cells to 
j result in degranulation and histamine release in allergic reactions. The C-terminal core sequence of 
1 FceRIp is PIDL (SEQ ID NO: 129). When naturally-occuring residues are added or removed from 
the core sequence, DL, IDL, PPIDL (SEQ ID NO: 130), SPPIDL (SEQ ID NO:131), MSPPIDL 
(SEQ ID NO: 132) and EMSPPIDL (SEQ ID NO: 133) may also be used to target a PDZ domain- 
containing protein in mast cells. In addition, the residue E may be substituted with G to increase its 
binding affinity.- 

replace the paragraph beginning at page 134, line 21, with the following: 



-The C-terminal core sequence of CDwl25 is DSVF (SEQ ID NO:94). When 
naturally-occuring residues are added or removed from the core sequence, VF, SVF, EDSVF (SEQ 
ID NO:95), LEDSVF (SEQ ID NO:96), TLEDSVF (SEQ ID NO:97), and ETLEDSVF (SEQ ID 
NO:98) may also be used to target a PDZ domain-containing protein in mast cells.-- 

Please replace the paragraph beginning at page 134, line 26, with the following: 



s 



--The C-terminal core sequence of CDwl28 is SSNL (SEQ ID NO:69). When 

naturally-occuring residues are added or removed from the core sequence, NL, SNL, VSSNL (SEQ 
ID NO:70), NVSSNL (SEQ ID NO:71), VNVSSNL (SEQ ID NO:72), and SVNVSSNL (SEQ ID 
NO:73) may also be used to target a PDZ domain-containing protein in mast cells.-- 
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Please replace the paragraph beginning at page 134, line 31, with the following: 

-The C-terminal core sequence of IL-8RB is STTL (SEQ ID NO:258). When 
naturally-occuring residues are added or removed from the core sequence, TL, TTL, TSTTL (SEQ 
ID NO:259), HTSTTL (SEQ ID NO:260), GHTSTTL (SEQ ID NO:261) and SGHTSTTL (SEQ ID 
NO:262) may also be used to target a PDZ domain-containing protein in mast cells.— 



Please replace the paragraph beginning at page 135, line 2, with the following: 

--The C-terminal core sequence of NMD A is ESDV (SEQ ID NO:223). When 
naturally-occuring residues are added or removed from the core sequence, DV, SDV, IESDV (SEQ 
ID NO:224), SIESDV (SEQ ID NO:225), PSIESDV (SEQ ID NO:226), and MPSIESDV (SEQ ID 
NO:227) may also be used to target a PDZ domain-containing protein in neuronal cells.-- 

^Please replace the paragraph beginning at page 135, line 7, with the following: 



-The C-terminal core sequence of neurexin is EYYV (SEQ ID NO:228). When 
naturally-occuring residues are added or removed from the core sequence, YV, YYV, KEYYV (SEQ 
ID NO:229), D KEYYV (SEQ ID NO:230), KDKEYYV (SEQ ID NO:231), and NKDKEYYV 
(SEQ ID NO:232) may also be used to target a PDZ domain-containing protein in neuronal cells.- 



ase replace the paragraph beginning at page 135, line 12, with the following: 



b 



-The C-terminal core sequence of Glycophorin C is EYFI (SEQ ID NO:233). When 
I^Q naturally-occuring residues are added or removed from the core sequence, FI, YFI, KEYFI (SEQ ID 
NO:234), RKEYFI (SEQ ID NO:235), SRKEYFI (SEQ ID NO:236), and SSRKEYFI (SEQ ID 
NO:237) may also be used to target a PDZ domain-containing protein- 




ase replace the paragraph beginning at page 135, line 17, with the following: 
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-The C-terminal core sequence of CD148 is KTIA (SEQ ID NO:238). When 
naturally-occuring residues are added or removed from the core sequence, LA, TLA, GKTIA (SEQ 
ID NO:239), FGKTIA (SEQ ID NO:240), TFGKTIA (SEQ ID NO:241), and TTFGKTIA (SEQ ID 
NO:242) may also be used to target a PDZ domain-containing protein in epithelial or myeloid 
cells.- 



ease replace the paragraph beginning at page 135, line 22, with the following: 



-The C-terminal core sequence of beta-spectrin is VSFV (SEQ ID NO:244). When 
naturally-occuring residues are added to the core sequence, FV, SFV, LVSFV (SEQ ID NO:245), 
SLVSFV (SEQ ID NO:246), QSLVSFV (SEQ ID NO:247) and GQSLVSFV (SEQ ID NO:248) 
f (SEQ. ID. NO: ) may also be used to target a PDZ domain-conta ining protein.-- 

Please replace the paragraph beginning at page 147, line 4, with the following: 




—In one embodiment of the invention, a peptide sequence or peptide analog 
determined to inhibit a PDZ domain-PL protein binding, in an assay of the invention is introduced 
into a cell by linking the sequence to an amino acid sequence that facilitates its transport through the 
plasma membrane (a "transmembrane transporter sequence"). The peptides of the invention may be 
used directly or fused to a transmembrane transporter sequence to facilitate their entry into cells. In 
the case of such a fusion peptide, each peptide may be fused with a heterologous peptide at its amino 
terminus directly or by using a flexible polylinker such as the pentamer G-G-G-G-S (SEQ ID 
NO:541) repeated 1 to 3 times. Such linker has been used in constructing single chain antibodies 
(scFv) by being inserted between V H and V L (Bird et al, 1988, Science 242:423-426; Huston et al, 
1988, Proc. Natl. Acad. Sci. U.S.A. 85:5979-5883). The linker is designed to enable the correct 
interaction between two beta-sheets forming the variable region of the single chain antibody. Other 
linkers which may be used include Glu-Gly-Lys-Ser-Ser-Gly-Ser-Gly-Ser-Glu-Ser-Lys-Val-Asp 
(SEQ ID NO:542) (Chaudhary et al., 1990, Proc. Natl. Acad. Sci. U.S.A. 87:1066-1070) and Lys- 
Glu-Ser-Gly-Ser-Val-Ser-Ser-Glu-Gln-Leu-Ala-Gln-Phe-Arg-Ser-Leu-Asp (SEQ ID NO:543) (Bird 
et al, 1988, Science 242:423-426).-- 
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Please replace the paragraph beginning at page 159, line 7, with the following: 



-All peptides were chemically synthesized by standard procedures. The Tat-CD3 
carboxyl terminus fusion peptide, (G YGRKKRRQRRRGPP S S S S GL, SEQ ID NO: 174); Tat- 
CLASP1 carboxyl terminus fusion peptide, (GYGRKKRRQRRRGSISSSAEV, SEQ ID NO:243); 
Tat-CLASP2 carboxyl terminus fusion peptide, (G YGRKKRRQRRRGMTS S S S V V, SEQ ID 
NO:176); and Tat peptide, (GYGRKKRRQRRRG, SEQ ID NO:173); were dissolved at 1 mM in 
PBS, pH 7, or dH20. Stock MBPAcl-16 peptide, (AcASQKRPSQRHGSKYLA, SEQ ID NO:408), 
was dissolved at 5 mM. All peptides were aliquoted and sto red at -80°C until tested.— 

^^lease replace the paragraph beginning at page 163, line 1, with the following: 



— DNA fragments to clone that contained the ATG-start codon were cloned into 
pDsREDl-Nl. Fragments void of a proper translation initiation codon were cloned into pDsREDl- 
N-(+ATG), since this vector includes an translation initiation start codon. Vector pDsREDl- 
N1(+ATG) differs from pDsREDl only with regard to the multiple cloning sites. The sequence that 
is unique to pDsREDl-Nl(+ATG) is shown below; boundaries with pDsREDl-Nl are printed in 
lower case and correspond to nucleotides N 633 and N 662 in pDsREDl-Nl, respectively. 
5 '-attGCCACCATGGGAATTCTGGATCCGGGAgat-3 ' (SEQ ID NO:540)- 




T*i$ase replace the paragraph beginning at page 163, line 11, with the following: 



—Linker sequences between the cloned inserts and RFP vary depending on the vectors 
i and on the restriction endonuclease used for cloning. Deduced linker amino acid sequences (SEQ ID 
{Jr ^ NOS :462 and 463)are listed in the table below; For some constructs, the first N-terminal and / or last 
C-terminal amino acid corresponds to a linker amino acid introduced by the cloning process but is 
not represented at that position in the corresponding gene.- 



Ple^fe-c^lace^the paragraph beginning at page 164, line 6, with the following: 
~aa 1 - aa 341 (SEQ ID NO:464)- 
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> lease replace the paragraph beginning at page 164, line 20, with the following: 



--aa 1 - aa 197 (SEQ ID NO:465)~ 



Please replace the paragraph beginning at page 164, line 30, with the following: 



-aa 246 - aa 341 (SEQ ID NO:466)- 



.Please replace the paragraph beginning at page 164, line 34, with the following: 




--Primers (SEQ ID NOS:476-479): 

308 DVF (N 128 - N 155) 5'-TCGGAATTCGTCGCGCCATGGCGGAGAC-3' 
311 DVR (N 1004 -N 1032) 5'-GGGAATTCGGTCCCAGCACTTGGCCACAG-3' 

344 DVF (N 873 - N 900) 5'-CCAGAATTCTCAACATCGTCACTGTCAC-3' 

345 DVR (N713 - N744) 5'-TCGGAATTCCATCCTCGTCCGAGTCCACAAAG-3'- 



Please replace the paragraph beginning at page 165, line 14, with the following: 



--aa 389 - aa 803 (SEQ ID NO:467)- 



Please replace the paragraph beginning at page 165, line 30, with the following: 




aa 443 - aa 534 (SEQ ID NO:468)- 



Please replace the paragraph beginning at page 165, line 34, with the following: 



s 



- -Primers (SEQ ID NOS:480-483): 
[p % 3 1 8 KIF (N 1 366 - N 1 393) 5'-AGAC AATTGAGGAAATGATGTACTTTGG-3' 

319 KIR (N 1830 - N 1857) 5'-GAACAATTGCAATAGGCCTTGAAACTAC-3' 

320 KIR (N 2640 - N 2667) 5'-ACCCAATTGTAGTCCTTCCTATAACATC-3' 



Cefe 
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fcjlutf 341 KIF (N 1567 - N 1593) 5'-ATAGAATTCTAAAAGATGGAAGTGTAC-3'- 



Mease replace the paragraph beginning at page 166, line 11, with the following: 



-aa 1 - aa 25 1 (SEQ ID NO:469)~ 



Please replace the paragraph beginning at page 166, line 23, with the following: 



-aa 1 - aa 147 (SEQ ID NO:470)- 



Please replace the paragraph beginning at page 166, line 32, with the following: 



155 - aa 251 (SEQ ID NO:471)~ 




Please replace the paragraph beginning at page 166, line 36, with the following: 



-Primers (SEQ ID NOS:484-487): 

322 PAF (N 55 - N 82) 5 , -CCCGAATTCGCCATGGCCCGGCCGCAGAG-3 , 
324 PAR (N 798 - N 825) 5'-CGTGAATTCGCTGGTTGGCGGGCTTGAC-3* 

342 PAF (N 519 - N 548) 5'-GAGGAATTCCGACGGGTGCGGCTGCACAAG-3* 

343 PAR (N 485 - N 516) 5'-GCAGAATTCCCACGTCTATGACTGAGGAAAC-3'- 



ase replace the paragraph beginning at page 167, line 13, with the following: 



-aa 1 - aa 442 (SEQ ID NO:472)~ 



Please replace the paragraph beginning at page 167, line 23, with the following: 



--primers (SEQ ID NOS:488 and 489): 

315 PSF (N847 - N876) 5'-AGAGAATTCAGAGATATGTCCCAGAGACCAAG-3' 
304 PSR (N 2161 - N 2189) 5-CGAGAATTCTGTACTCTTCTGGTTTATAC-3 1 -- 
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Please replace the paragraph beginning at page 168, line 2, with the following: 




--aa 399 - aa 572 (SEQ ID NO:473)- 



e replace the paragraph beginning at page 168, line 6, with the following: 



6 



-Primers (SEQ ID NOS:490 and 491): 

336 CAF (N 1484 - N 1512) 5'-CCAGAATTCGGCTGGTACAGTTTCAAAAG-3' 
325 CAR (N 1722 - N 1750) 5'-ACTGAATTCGGTAACTTGGCACAATCTTG-3'- 



Please replace the paragraph beginning at page 168, line 24, with the following: 



-aa 317(SEQIDNO:474)- 
^Please replace the paragraph beginning at page 168, line 31, with the following: 



P 



-Primers (SEQ ID NOS:492 and 493): 

305 MF (N 58 - N 84) 5'-AGAGAATTCAGAGCCCTTGCCTCCTTC-3* 

306 MR (N 798 - N 825) 5'-TGAGAATTCCTTTCCGCTTCTCCTCCAG-3' 



Please replace the paragraph beginning at page 169, line 7, with the following: 



3 - aa 125 (SEQ ID NO:475)~ 




Plfcase replace the paragraph beginning at page 169, line 12, with the following: 



- -Primers (SEQ ID NOS:494 and 495): 

1318 TIP R3-1 (N 336 - N 356) 5'-CAGTCCATGCTGTCGGATCCG-3* 
1317 TIP R5-1* 5'-GTCGGAATTCCCTACATCCCG-3' 
fD *Primer 5' end corresponds to the nucleotide that is located 29 nucleotides 5' of N 1; 

primer sequence corresponds to sequence determined by 5 ' RACE; numbering 
corresponds to GenBank sequence entry (GI 2613001).-- 



M. 3 0 2001 8 

% J 

Pleasel-eplace the paragraph beginning at page 177, line 4, with the following: 
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-Human papilloma virus (HPV) infection plays a role in development of cervical 
carcinoma. The oncoprotein responsible for this is the early gene E6 from strains 16, 18 and 31. E6 
associates with p53 and shunts this tumor suppressor into the ubiquitin proteosomal pathway to 
affect transformation. Using the PL motifs disclosed herein, we noted that the E6 from oncogenic 
strains HPV1 6, 1 8 and 3 1 are PDZ ligands (PLs) with the carboxy-terminal E-T-Q-V/L. Similarly, 
the E6 of oncogenic strain HPV66 has the carboxy-terminus ESTV (SEQ ID NO:212), which also 
matches the consensus PDZ binding motif. - 



Please replace the paragraph beginning at page 177, line 11, with the following: 



-We performed an expanded search of the HPV E6 proteins and discovered HPV70 
E6 fits perfectly the described PDZ consensus ETQV (SEQ ID NO:496), identical to HPV 18 and 31. 
We can thus predict that HPV70 is likely oncogenic on the basis that E6 is a PDZ ligand. Other 
HPV strains with E6 proteins that are potential PLs (based on motifs) include 57 (RTSH; SEQ ID 
NO:497), 2a (RTLH; SEQ ID NO:498), 63 (LYII; SEQ ID NO:499). Strains 77 (QSRQ; SEQ ID 
NO:500) and 80 (GSIE; SEQ ID NO:501)may also be PLs, although the motif match is less strong. 
This information is summarized in TABLE 9.— 



Please replace the paragraph (Table9) beginning at page 178, line 1, with the following (see attached 



HPV E6 C-TERMI 


MAL SEQUENCES 
































Strain 


Gl 


C-TERMINAL E6 SEQUENCES 


SEQ ID NO: 


ONCOGENIC 


PDZ LIGAND 


























61 


9628574 


TGPCTARWQP 


502 




NO 


60 


9628566 


RQRSYCRNCIEK 


503 




NO 


55 


9628558 


CWTSCMETILP 


504 




NO 


50 


9628550 


CCRNCYEHEG 


505 


NO 


NO 


48 


9628542 


CRNCISHEGR 


506 


NO 


NO 


44 


9628534 


CFHCWTSCMETILP 


507 


NO 


NO 


38 


9628526 


GNWKGRCRHCKAIE 


508 


NO 


NO 


37 


9628518 


WKGLCRHCGSIG 


509 


NO 


NO 


66 


9628582 


TGSC LQC WRHTS RQATESTV 


510 


YES 


YES 


57 


9626033 


RCMNCAPRCMENAPALRTSH 


511 


ND 


YES? 


2a 


9626032 


HCMNCGSSCTATDPASRTLH 


512 


ND 


YES? 


16 


4927719 


WTGRCMSCCRSSRTRRETQL 


513 


YES 


YES 


18 


60995 


HSCCN RARQERLQRRRETQV 


514 


YES 


YES 


31 


333048 


GRWTGRCIACWRRPRTETQV 


515 


YES 


YES 


33 




CAACWRSARRRRLQRRRETAL 


516 


YES 


YES 


51 




CANCWQRTRQRRLQRRNETQV 


517 


YES 


YES 


52 




CSECWRPTRRPRLQRRRVTQV 


518 


YES 


YES 


58 




CAVCWRPARRRRLQRRRQTQV 


519 


YES 


YES 


70 


134508 


RHCWTSNREDRRRIRRETQV 


520 


ND 


YES 


63 


312092 


VHKVRNKFKAKCSLCRLYII 


521 


ND 


YES 


77 


2911558 


GHWRGSCLHCWSRCMGQSRQ 


522 




? 


80 


2911565 


QFHKVRRNWKGLCRHCGSIE 


523 




? 


21 


9628462 


WKGICRLCKHFQ 


524 




NO 


11 


333026 


WKGRCLHCWTTCMEDLLP 


525 


NO 


NO 


36 


9628510 


WKGICRQCKHFYNDW 


526 


NO 


NO 


29 


9628502 


WRGSCLYCWSRCMGQSPR 


527 


NO 


NO 


28 


9628494 


CQYCWLRCTVRIPQ 


528 


NO 


NO 


24 


9628486 


KVRRG WKG LC RQC KQ I 


529 


NO 


NO 


22 


9628470 


VRDHWKGRCRHCKAIE 


530 


NO 


NO 


21 


9628462 


HKVRGSWKGICRLCKHFQ 


531 


NO 


NO 


20 


9628454 


FYLVRGSWKGICRLCKHFQ 


532 


NO 


NO 


4 


9626597 


TCYLIRGLWRGYCRNCIRKQ 


533 


ND 


NO 


54 


1017782 


RRFHCVRGYWKGRCLHCWKP 


534 






5B 


9626498 


KVRN AWKGIC RQCKH FYH DW 


535 






74 


1491796 


NTWKGRCFHCWTTCMENILP 


536 






75 


2911544 


EFHKVRNRWKGVCRHCRVIE 


537 






76 


2911544 


EFHKVRNRWKGVCRHCRVIE 


537 






47 


9627136 


KVRN AWKG VC RQCKH F YN D W 


538 


ND 


NO 


65 


9626613 


ACYL I RG LWRGYCRNCI RKQ 


539 
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Please replace the paragraph beginning at page 180, line 15, with the following: 



--In Figure 8, the bars on the left hand side of the figure show that increasing 
concentrations of the peptide inhibitor (the C-terminal 8 amino acids of BLR- 1) are somewhat 
effective at blocking binding of 1 uM of the biotinylated C-terminal 20 amino acids of BLR- 1 to 
KIAA0807 GST/PDZ fusion protein. The bars of the right hand side of the figure show that 
increasing concentrations of the small molecule inhibitor (Acetyl-LTTF; SEQ ID NO:2) are equally 
or more effective. In Figure 9, the bars on the left hand side of the figure show that increasing 
concentrations of the peptide inhibitor (the C-terminal 8 amino acids of Dock2) are somewhat 
effective at blocking binding of the 1 uM of the biotinylated C-terminal 20 amino acids of Dock2 to 
KIAA0807 GST/PDZ fusion protein. The bars on the right hand side of the figure show that 
increasing concentrations of the small molecule inhibitor (Acetyl-STDL; SEQ ID NO:29) are 
equally or more effective. Thus, a general route to producing a small molecule inhibitor of a PDZ- 
ligand interaction is to synthesize a molecule corresponding to the C-terminal four amino acids of 
the involved ligand, acetylated at the N-terminus. This compound can subsequently be altered by art 
known means (e.g., changing its covalent composition to optimize pharmacokinetic properties 
without grossly altering its molecular structure, especially the molecular structure of the most C- 
terminal protein).-- ^ . ■ " 

Please insert the accompanying paper copy of the Sequence Listing, page numbers 1 to 126, at the 
end of the application. 



REMARKS 

Applicants request entry of this amendment in adherence with 37 C.F.R. §§1.821 to 
1 .825. This amendment is accompanied by a floppy disk containing the above named sequences, 
SEQ ID NOS: 1-543, in computer readable form, and a paper copy of the sequence information 
which has been printed from the floppy disk. 

The information contained in the computer readable disk was prepared through the 
use of the software program "FastSEQ" and is identical to that of the paper copy. This amendment 
contains no new matter. 



